# 



- 30 - 
CLAIMS 



1 . A fatty-add-aniicancer compound corijug5fecomposition for administration to a subject, 
J comprising at least one fatty acid-anticancer compound conjugate in a container for 
y^y administration to a subject, wherein the amount of the fatty acid-anticancer compound in the 
, \/ container is at least about 10% greater than/he maximum tolerated dose (MTD) for the 
£w unconjugated at least one anticancer cor 

' 2. Ihe-iatty acid-anLcancer compou£d conjugate composition oi claim i, wnerein the 



□ 



amount in the container is at leaspatfout 20% greater than the MTD for the unconjugated at least 
one anticancer compound. 
0 3. The fatty acid?#nticancer compound conjugate composition of claim 1, wherein the 
& amount in the container is at least about 30% greater than the MTD for the unconjugated at least 
one anticanp^r compound. 

4. yfhe fatty acid-anticancer compound conjugate composition of claim 1 5 wherein the 
fount in the container is at least about 40% greater than the MTD for the unconjugated at least 



i ^ The fatty acid-anticancer compound conjugate composition of claim 1, wherein the 
amount in the container is at least about 50% greater than the MTD for the unconjugated at least 
one anticancer compound. 

~£ I he iatty acid-anticancer compottnt^conjugate composition ot claim 1, wherein the 
amount in the containeH^at least about 75% greater than the MTD for the unconjugated at least 
one antjsafl Cer compound^ — 



^ & The fatty acid-anticancer compound conjugate composition of claim 1, wherein the 

amount in the container is at least about 100% greater than the MTD for the unconjugated at least 
one anticancer compound. 



und conjugate composition of claim 1, wherein the 



$ 8.^ — 44ttrt*atty acid-anticancercf 

K ^^^^ 

amount in the contaofiefls at least about 200% greater than the MTD for the unconjugated at least 




one 



si 
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% The fatty acid-anticanc^compound conjugate composition of claim 1, wherein the 
amount in the containerj^t least about 300% greater than the MTD for the unconjugated at least 
one anticancer cor 

1 Or The fa#£ acid-anticancer compound conjugate composition of claim 1 , wherein the 
amount infthe container is at least about 400% greater than the MTD for the unconjugated at least 
one anticancer com pound. 
The fatty acid-antij 



container is a co 




"compound conjugate composition of claim 1, wherein the 
if for intra vftnm^ adminis* 1 ^™* 



yi. The fatty acid-anticancer compound conjugate composition of claim 1 , wherein the 
anticancer compound is a taxane. . . , 



13. The fatty acid-anticancer compound cqpj-dgate composition of claim 12, wherein the 
taxane is paclitaxel or docetaxel. 
V% 14. The fatty acid-anticanc£i><Jompound conjugate composition of claim 1, wherein the 

0 conjugate is not encapsulated in a liposome. 
J P 15. The fettj^acid-anticancer compound conjugate composition of claim 1 , wherein the fatty 
acidi^C8-C26 unbranched, naturally occurring fatty acid. 

V. The fatty acid- anticancer co mpound con jugate composition of rUim 1 wherfjnJjT^n^ 
acid is docosahexaenoic acid 

1 7. A method for treating a sutyect^aatfmg an abnormal mammalian cell proliferative 

rder, comprising administering to the subject a fatty acid-anticancer compound conjugate 
imposition in an ampwfR which is at least about 10% greater than the maximum tolerated dose 
(MTD) for the^rffconjugated at least one anticancer compound. 

The method of claim 17, wherein the amotrtit of the fatty acid-anticancer compound 
conjugate composition administered^is-afleast about 20% greater than the MTD for the 
0 unconjugated at least ope-afificancer compound. 
|^ 19. Thejx^^ claim 17, wherein the amount of the fatty acid-anticancer compound 
CQ»rdgate composition administered is at least about 30% greater than the MTD for the 
unconjugated at least one anticancfi r-ce mpound. " 
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The method o£daim 17, wherein the amount of the fatty acid-anticancer compound 



conjugate 
unconju 



ated 



»sition administered is at least about 40% greater than the MTD for the 
at least onff anticancer compound. 



Q . The method of claim wherein the amount of the fatty acid-anticancer compound 
conjugate composition administered is at least about 50% greater than the MTD for the 
unconjugated at least one anticancer compound. 



2T 



The method of claim 17, wherein the amount of the fatty acid-anticancer compound 
^ conjugate composition adpMiustered is at least about 75% greater than the MTD for the 

unconjugat ed at leaRfnnp anti* r f incer comp ound. . 

7 33: The method of claim ¥f, wherein the amount of the fatty acid-anticancer compound 



conjugate composition administered is at least about 100% greater than the MTD for the 
unconjugated at least one anticancer compound. 



The method 61 claimi V, Wherein the^mount of the fatty acid-anticancer compound 
conjugate composition administered is ^rfeast about 200% greater than the MTD for the 
unconjugated at least one anticancer compound. 

25. The method of claim/f7, wherein the amount of the fatty acid-anticancer compound 
con j u g ate compositicm^flministered is at least about 300% greater than the MTD for the 

y:i ^\ unconjugated at^kastone anticancer compound. 

26. Thp^method of claim 17, wherein the amount of the fatty acid-anticancer compound 
conu*gate composition administered is at least about 400% greater than the MTD for the 
unconj ugated at least one_ 



The method of claim JsT, wherein the anticancer compound is a taxane. . 
29: 1 tie method of claim 28, whereiil LtjjMUxane is paclitaxel or docetaxel. 

30. The method of claim 1 7^y^tSfein the conjugate is not encapsulated in a liposome. 

3 1 . The method o£elSim 1 7, wherein the fatty acid is a C8-C26 unbranched, naturally 
occurring fettj^acid. 

The method of claim 17, wherein the fatty acid is docosahexaenoic acid. 




/O 
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Therfiethod of claim 48. wherein the is human 



55. A method for administeringjjja^^ conjugate to a subject in need of such 
treat ment, comprismgjirftlsin^t he conjugate in fewer than 3 hours. 

56. ^Tj^rTethod of clajm 55 J wherein the conjugate is infused in ? h^urs or less: — 



( 0 ^7. An injectable preparation of at least one fatty acid-taxane conjugate composition, 
comprising greater than about 6 mg/ml of the at least one fatty acid-taxane conjugate 
composition. 



The injectable preparatioHfof claim 57, wherein the preparation comprises greater than 
about 7 mg/ml of the at le^fone fatty acid-taxane conjugate composition.. 

59. The injectable^ireparation of claim 57, wherein the preparation comprises greater than 
6 about 8 mg/ml o£"fne at least one fatty acid-taxane conjugate composition. 

60. Th^/injectable preparation of claim 57, wherein the preparation comprises greater than 
abou^O mg/ml of the at least one fatty acid-taxane conjugate composition. 

The injectable preparation of claim 57, wherein the preparation comprises greater than 



about 15 mg /ml of the at least one fatty acid-taxane conjugate composition. 

10 



) J The injectable preparation of claim ^ wherein the preparation comprises greater than 

about 20 mg/ml of the at least one fatty acid-taxane conjugate composition. 



oT. The inkjBt^ole preparation of claim 57, wherein the preparation comprises greater than 
about 40jrfg/ml of the at least one fatty acid-taxane conjugate composition. 
64>/^ The injectable preparation of claim 57, wherein the preparation comprises greater than 



about 60 m g/Ynl nf th^ at teas* nnft fatt y acid-taxane conjugate rompfwtrfm- 

2_ The injectable preparation of claim >?, wherein the preparation comprises greater than 

about 80 mg/ml of the at least one fatty acid-taxane conjugate composition. 



,0, 




66. The injectable preparation of claim 57, wherein the preparation comprises greater than 
about 100 ing/rfiTof the at least one fatty acid-taxane conjugate composition. 
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67. jfWhe injectablej^^paration of claim 57, wherein the fatty acid is a C8-C26 unbranched, 
naturally occujpifig fatty acid. 
68: Jh6 injectable preparati on of claim 67, wherein the fatty aci d is docosohexaenoic acid. 
69. An injectable compositipri of at least one fatty acid-taxane conjugate, comprising less 



than about 0.3 mg/ml ofthe at least one fatt y acid-taxane con jugate. 



yft A fatty acid-taxane conjugate composition, comprising greater than about 6 mg/ml of at 

least one fatty acid-taxane conjugate, and a surfactant. 



LlI 



71. The fatty acid-taxane conmgate composition of claim 70, wherein the amount of the at 
least one fatty acid-taxane cprfjugate is greater than about 7 mg/ml. 

72. The fatty acid-Jaxane conjugate composition of claim 70, wherein the amount of the at 
^ least one fatty adettaxane conjugate is greater than about 8 mg/ml. 

f\ 73. The ftftty acid-taxane conjugate composition of claim 70, wherein the amount of the at 
least oneTatty acid-taxane conjugate is greater than about 10 mg/ml. 

74/ The fatty acid-taxane conjugate composition of claim 70, wherein the amount of the at 



Teast one fatty acid-taxane conjugate is greater than about 15 mg/ml. 



is 



JS*. The fatty acid-taxane conjugate composition of claim 7^ wherein the amount of the at 
least one fatty acid-taxane conjugate is greater than about 20 mg/ml. 



% 76. The fatty acicjTttJxane conjugate composition of claim 70, wherein the amount of the at 

^ least one fatt^did-taxane conjugate is greater than about 40 mg/ml. 
^ 77. ^FKe fatty acid-taxane conjugate composition of claim 70, wherein the amount of the at 
leagt one fatty acid-taxane conjugate is greater than about 60 mg/ml. 



j k 7# The fatty acid-taxane conjugate composition of claim 70; wherein the amount of the at 
least one fatty acid-taxane conjugate is greater than about 80 mg/ml. 



79. The fatty acid-ta^dne conjugate composition of claim 70, wherein the amount of the at 
0 least one fatty acjtkfaxane conjugate is greater than about 100 mg/ml. 



80. Thef&tty acid-taxane conjugate composition of claim 70, wherein the fatty acid is a C8- 
C26 ur>Branched, naturally occurring fatty acid. 




• 
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81 . The fatty jjeiu-taxane conjugate composition of claim 80, wherein the fatty acid is 
docosohexaefioic acid 



82. The fatty acid-taxane conjugate composition of claim 70, wherein the surfactant is 
Cremophor Ekt5rEL-P. 



83. The fattyacid-taxane conjugate composition of claim 82, wherein the concentration of 
Cremophorls between about 9.6% and about 49.7% (vol/vol). 



ft 84f A fatty acid-taxane conjugate composition, comprising at least one fatty acid-taxane 
conjugate and a surfactant, wherein the ratio of the weight of the at least one fatty acid-taxane 
conjugate and volume of the surfactant is at least about 50 mg/ml. 



w 
o 
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85 . The fatty acid-taxane conjugate composition of claim 84, wherein the ratio of the weight 
of the at least one fatty acid-taxane^efmjugate and volume of the surfactant is at least about 60 
mg/ml. 

86. The fatty acid-taxaja£ conjugate composition of claim 84, wherein the ratio of the weight 
of the at least one fatty^acid-taxane conjugate and volume of the surfactant is at least about 70 
mg/ml. 

$ 87. The fatty acid-taxane conjugate composition of claim 84, wherein the ratio of the weight 
j\ of the at lep^t one fatty acid-taxane conjugate and volume of the surfactant is at least about 80 
mg/ml. y 

^88./ The fatty acid-taxane conjugate composition of claim 84, wherein the ratio of the weight 
<f the at least one fatty acid-taxane conjugate and volume of the surfactant is at least about 90 
mg/ml. 



1^ The fatty acid-taxane conjugate composition of claim M, wherein the ratio of the weight 

of the at least one fatty acid-taxane conjugate and volume of the surfactant is at least about 100 

m s /mi - _ _ — 



The fatty apid-taxane conjugate composition of claim 84, wherein the surfactant is 
Cremophor Elisor EL-P^ 



91 . The fatty>£cid-taxane conjugate composition of claim 84, wherein the fatty acid is a C8- 
C26 unbfdiched, naturally occurring fatty acid. 
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92. The fatty acid^aJfane conjugate composition of claim 91 , wherein the fatty acid is 
docosahexaenokracid. 

93. The fatty acid-taxane conjugate composition of claim 84, wherein the taxane is paclitaxel 
or doceta2££L- 



it 
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M P4T The fatty acid-taxane conjugate composition of claim 8*, further comprising a solvent. 
0 7j. The fattyxdcid-taxane conjugate composition of claim 94, wherein the solvent is ethanol. 
(\ 96. Th^mtty acid-taxane conjugate composition of claim 95, wherein the solvent and the 

surfacta nt are present in a ratio of about 1:1. ... „ 

Is^SW. A fatty acid-taxane conjugate composition, comprising at least one fatty acid-taxane 
conjugate and a solvent, wherein the ratio of the weight of the at least one fatty acid-taxane 
conjugate and volume of the solvent is^t least about 42 mg/ml. 



w 



9$. The fatty acid-taxane conjugate composition of claim 97, wherein the ratio of the weight 
of the at least one fatty aci^rtaxane conjugate and volume of the solvent is at least about 50 
mg/ml. 

J)9' The fatty apiti-taxane conjugate composition of claim 97, wherein the ratio of the weight 

AO / 
of the at least one fatty acid-taxane conjugate and volume of the solvent is at least about 60 

mg/ml. 

LOO. /The fatty acid-taxane conjugate composition of claim 97, wherein the ratio of the weight 
oj/Che at least one fatty acid-taxane conjugate and volume of the solvent is at least about 70 
jng/mli 
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1 } \J^l . The fatty acid-taxane conjugate composition of claim 97, wherein the ratio of the weight 
of the at least one fatty acid-taxane conjugate and volume of the solvent is at least about 80 

mg/ml. _ , 

J02. The fatW/dcid-taxane conjugate composition of claim 97, wherein the ratio of the weight 
of the at le^t one fatty acid-taxane conjugate and volume of the solvent is at least about 100 
mg/ml. 

103. The fattyyacid-taxane conjugate composition of claim 97, wherein the solvent is 
Cremophor EI 
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104. The fatty acid-ta^afie conjugate composition of claim 97, wherein the fatty acid is a C8- 
p C26 unbranched, nptfirally occurring fatty acid. 



105". The fafty acid-taxane conjugate composition of claim 104, wherein the fatty acid is 
docosahej^enoic acid. 

1 06^/The fatty acid-taxane conjugate composition of claim 97, wherein the taxane is paclitaxel 
or docetaxel. _ _ — 



ij \$£K The fatty acid-taxane conj ugate composition of claim 97, further comprising a surfactant. 
The fat 




taxane conjugate composition of claim 107, wherein the surfactant is 



ane conjugate composition of claim 108, wherein the solvent and the 
t are present in a ratio of about 1:1. 



fij V\ XW. A fatty acid-taxane conjugate composition, comprising at least about 37 mg/ml of at least 



en 
111 



one fatty acid-taxane conjugate. 
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111. The fatty acid^axane conjugate composition of claim 1 10, wherein the amount of the at 
least one fatty apd-taxane conjugate is least about 40 mg/ml. 
0112. The^atty acid-taxane conjugate composition of claim 1 10, wherein the amount of the at 



least ope fatty acid-taxane conjugate is least about 50 mg/ml. 

1 13f The fatty acid-taxane conjugate composition of claim 1 10, wherein the amount of the at 
least one fatty acid-taxane conjugate is least about 60 mg/ml. 



2$ J^fT The fatty acid-taxane conjugate composition of claim t-H), wherein the amount of the at 



least one fatty acid-taxane conjugate is least about 80 mg/ml. 

_^ _ • 



115. The fatty acid-taxapexonjugate composition of claim 1 10, wherein the amount of the at 
least one fatty acid-tax£ne conjugate is least about 100 mg/ml. 

116. The fatty^cid-taxane conjugate composition of claim 1 10, wherein the fatty acid is a C8- 
C26 unbrajadied, naturally occurring fatty acid. 

117. yThe fatty acid-taxane conjugate composition of claim 1 10, wherein the fatty acid is 
5osahexaenoic acid. . 
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33. A kit for administration of a f^tj^cid-anticancer compound conjugate composition to a 
subject, comprising 

a container com^rfn^at least one fatty acid-anticancer compound conjugate, and 
instmction^for administering the at least one fatty acid-anticancer compound conjugate 
subject in n^d of such treatment in an amount which is at least about 10% greater than the 
maximiWtolerated dose(MTD) for the unconjugated at least one anticancer compound. 



The kit of claim 33, wherein the amount of the at least one fatty acijeKanticancer 
compound conjugate is at least about 20% greater than the MTD for th/unconjugated at least 
one anticancer compound. 

The kit of claim 33, wherein the amount of the at leasp6ne fatty acid-anticancer 
compound conjugate is at least about 30% greater than th^lTD for the unconjugated at least 
one anticancer compound. 

The kit of claim 33, wherein the amount ottne at least one fatty acid-anticancer 
compound conjugate is at least about 40% greater than the MTD for the unconjugated at least 
one anticancer compound. 

37. The kit of claim 33, wherein th^amount of the at least one fatty acid-anticancer 
compound conjugate is at least ab9*ft 50% greater than the MTD for the unconjugated at least 
one anticancer compound. 

^38. The kit of claim 3 Vwherein the amount of the at least one fatty acid-anticancer 
compound conjugate i^t least about 75% greater than the MTD for the unconjugated at least 
one anticancer cortfpound. 

3*9f The krb'of claim 33, wherein the amount of the at least one fatty acid-anticancer 
compound^conjugate is at least about 100% greater than the MTD for the unconjugated at least 
one anticancer compound. 

40: The kit of claim 33, wherein the amount of the at least one fatty acid-anticancer 
compound conjugate is at least about 200% greater than the MTD for the unconjugated at least 
one anticancer compound. 



♦ 



0 



- 34 - 

The kit of claim 33, wherein the amount of the at least ort€ fatty acid-anticancer 
compound conjugate is at least about 300% greater than^theMTD for the unconjugated at least 
one anticancer compound. 

pi. The kit of claim 33, wherein the amptffit of the at least one fatty acid-anticancer 
compound conjugate is at least about ^00% greater than the MTD for the unconjugated at least 
one anticancer compound. 

The kit of claim 33, wlierein the at least one fatty acid-anticancer compound conjugate is 
is a taxane. . 

$ft. The kit ofptaim 43, wherein the taxane is paclitaxel or docetaxel. 

The kjfof claim 33, wherein the conjugate is not encapsulated in a liposome. 
The kit of claim 33, wherein the fatty acid is a C8-C26 unbranched, naturally occurring 
cid. 

The kit of claim 33, wherein the fatty acid is docosohexaenoic acid. 




48. A method tor increasing the therpffeutic index of anticancer compounds in a subject, 
comprising 

conjugating a fatty arid'to an anticancer compound to form a fatty acid-anticancer 
compound conjugate; anj; 

administering'fhe fatty acid-anticancer compound conjugate to the subject, whereby the 
therapeutic index^&f the anticancer compound is improved relative to non-conjugated 
formulationsAjr the anticancer compound. 

49. Tfo/melhnH r^l ^tTrra ffi , whprein thfl nntinnnnr r rrr t mpnnnrl in i hvnnn 



^50. 

sr. 
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52. 

occurring fatty 



The method of claim 49, wherein thg^aJcane is paclitaxel or docetaxel. 
The method of claim 48,^>yherein the conjugate is not encapsulated in a liposome. 
The method of cjaifh 48, wherein the fatty acid is a C8-C26 unbranched, naturally 




method of claim 52, wherein the fatty acid is docosohexaenoic acid. 



